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2008:1359036 CAPLUS 
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A new and efficient process for the preparation of 
cabergoline and its intermediates 
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APPLICATION NO. 
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20070504 




AB This invention relates to a new and efficient process for the production of 
dopamine agonists such as cabergoline (I) and the intermediates 
thereof. 

IT 1075250-76-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(process for the preparation of cabergoline, an ergoline alkaloid 
with therapeutic usefulness as a dopamine receptor agonist) 
RN 1075250-76-8 CAPLUS 

CN Erqoline-1 , 6 , 8-tricarboxylic acid, 1 , 6-bis ( 1 , 1-dimethylethyl ) ester, 
(SP)- (CA INDEX NAME) 



Absolute stereochemistry. 
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CASREACT 149:534450; MARPAT 149:534450 




AB A process was disclosed for the production of dopamine agonists, such as the 
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ergoline alkaloid cabergoline (I), and the intermediates 
thereof. Thus, cabergoline was prepared via a multistep synthetic 
sequence that started from lysergol and concluded with an amidation 
reaction with 54.7% yield of acid II with 

1- [3- (dimethylamino) propyl ] -3-ethylcarbodiimide hydrochloride using Et3N 

in CH2C12 at rt for 20 h. 
IT 1075250-76-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(process for preparation of cabergoline, a therapeutically useful 
dopamine agonist and prolactin inhibitor) 
RN 1075250-76-8 CAPLUS 

CN Ergoline-1 , 6 , 8-tricarboxylic acid, 1 , 6-bis ( 1 , 1-dimethylethyl ) ester, 

(8P)- (CA INDEX NAME) 



Absolute stereochemistry. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S): CASREACT 143:286587; MARPAT 143:286587 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB A process for preparing cabergoline (I) from 

ergoline-8p-carboxylic acid ester (II; R= H; Rl = Cl-4 alkyl) 
comprises the following steps: (a) reacting an ergoline-8p-carboxylic 
acid ester II (R = H) , in the presence of a catalyst (i) with a compound 
X-C00R2 [R2 = (un) substituted straight or branched Cl-6 alkyl, X = Br, 
CI], or (ii) with a compound 0(C00R2)2; (b) reacting the obtained carbamate 
derivative II (R = C02R2) with 3- (dimethylamino) propylamine (DMAPA) in the 
presence of a catalyst; (c) reacting the obtained 

ergoline-Sp-carboxamide derivative III (R = C02R2) with Et isocyanate 
(EtNCO) in the presence of ligand(s) and lb and lib metal group salt 
catalysts; (d) reacting the obtained protected N-acylurea derivative IV (R = 
C02R2) with a strong aqueous inorg. acid; (e) reacting the obtained secondary 
amine V with an electrophilic allyl ale. derivative in the presence of a 
palladium or nickel containing catalyst and optionally in the presence of 
ligand(s) to form I. The intermediates of II (R = C02R2), III (R = 
C02R2), IV (R = C02R2) and V are novel. The polymorphic amorphous form of 
I and the production thereof. 
IT 864366-98-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and N-dealkoxycarbonylation of; novel process for production of 
cabergoline polymorphs) 
RN 864366-98-3 CAPLUS 

CN Ergoline-1, 6-dicarboxylic acid, 8-[[[3- 

(dimethylamino) propyl] [ (ethylamino) carbonyl] amino] carbonyl] -, 
bis (1, 1-dimethylethyl) ester, (8P)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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864447-98-3P, 1, 6-Di (tert-butoxycarbonyl ) ergoline-8p- 

carboxylic acid methyl ester 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and amidation of, with (dimethylamino) propylamine; novel 

process for production of cabergoline polymorphs) 
864447-98-3 CAPLUS 

Ergoline-1, 6, 8-tricarboxylic acid, 1 , 6-bis ( 1 , 1-dimethylethyl ) 8-methyl 
ester, (8P)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




IT 864366-97-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and carbamylation of, with Et isocyanate; novel process for 
production of cabergoline polymorphs) 
RN 864366-97-2 CAPLUS 

CN Ergoline-1, 6-dicarboxylic acid, 8-[[[3- 

(dimethylamino)propyl] amino] carbonyl] -, bis (1, 1-dimethylethyl) ester. 
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(8P)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



CK .N. NMe2 
(CH2)3 




, OBu-t 
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L2 0 S LI 

L3 4 S LI FULL 
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